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Food and Drug Administration

Center for Devices and
WARNING LE’IT’ER Radiological Health

VIA EXPRESS 2098 Gaither Road

AUG 62001 Rockville, MD 20850

Mr. Giuseppe Vignati
Owner, I%eskkmt& Managing Director
Diffuplast SRL
Via Piave, 48
Olgiate Olona, 21057, Italy

Dear Mr. Vignati:

During an inspection of your firm located in Olgiate Olona, Italy on June 19-21,2001, our
investigator determined ** yew fkm manufiwtures parented and enteral nutxitiil bags.
These products are devices as defined by Section 201(h) of the Federal, Food, Drug, and
Cosmetic Act (the Act).

The above-stated inspection revealed that these devices are adulterated within the meaning of
section Wl(h) of the Act, in that the methods used in, or the faditiis W eontrds Usedfa
manufacturing, packing, storage, or installation are not in conformance with the Quality
System Regulation, as specified in Title 21, Code of Federal Regulation (CFR), Part 820, as
foilows:

1. Failure to establish and maintain procedures for implementing corrective and preventive
action, which ir?ckkdemq&%ment3 fbr verifying m validating the eorr%x%veand
preventive action to ensure that such action is effective and does not adversely affect the
ftished device, as required by 21 CFR 820.100(a)(4). For example:

a. There is no requirement to validate changes, when needed, to ensure that such actions
are eff~ive and do not adversely afkct the pruduct.

b. A report of non-conformity was received on March 26, 2001 regarding the QA testing
of the plastic bag used to hold the parental fkeding bag during administration. The
contract specification developer stated the test “
evaluate the side seams of the bag, which was
procedure recommended by Diffuplast was changed to include the use ~
~instead & the ~ There was no verification or Vaklatiorl to
ensure the corrective action was effective and did not adversely affect the use of the
product.

2. Failure to establish and maintain adequate procedures for finished device acceptance and
dease to ensurx!that each pKXhJctionFun, lot, or’batch & finished deviee meets
acceptance criteria, as required by 21 CFR 820.80(d). For example:
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3.

4.

a. The parenteral and enteral bags manufactured by Diffuplast are marked with
graduations indicating liquid capacity, which are not decked or tested for accuracy. It
is maintained that these graduations are approximate but the labeling does not indicate
they are approximate measures.

b. As a common practice, sterilization lots are released prior to receiving the hard copy
certification of sterility.

Failure to establish and maintain procedures to control the design of the device, in order to
ensure that specified design requirements are met, as required by 21 CFR 8X).W(a)(l).
For example, no design control procedures have been established or maintained.

Failure to adequately establish with a high degree of assurance a process which camot be
verified by Subsequent inspection and test, as required by 21 cm XM175(a>. FQ=F
example, the biological indicators are not assayed before use in any of the sterilization
validations performed at Difi%plast.

In addition to the above GMP observations, the following Medical Device Reporting cite was
observed:

1. Failure to develop, maintain, and implement written Medical Device Reporting
~XXXX!Ur~~,~!%FtX@F~ by 21 ~~ 803.17. FOr~X=Pk, ~OU~fklll kd J10k%kdg~ d’
Medical Device Reporting.

This letter is not intended to be an all-inclusive list of deficiencies at your facility. It is your
XqXmsibility $0ensure adherence to each wx@rement of the A&tand regukltions. The
specific violations noted in this letter and in the form FDA 483 issued at the conclusion of the
i_iOn =y & SyM@WMtiC 5~ WFiOU~ UWkF@lg ~K&kE2S k )Qt.M fiF131’S INMNlktUFhlg

and quality assurances ystem. You are responsible for investigating and determining the
causes of the violations identified by the Food and Drug Administration. If the causes are
determined to be systems problems, you must promptly initiate permanent corrective actions.

Federal agencies are advised of the issuance of all Warning Letters about devices so that they
may take this information into account when mnskkxing the award of contracts. Given the
serious nature of these violations of the Act, it may be recommended to our Office of
Reguk+%oryAffairs that all shipments of parateral and enteral nutritkmal bags manufactured
by Diffuplast SRL of Olgiate Olona, Italy be placed on Detention Wkhout Physical
Examination until these violations are corrected.

In order to remove the devices from this Detention Without Physical Examination, it will be
necessary fix ycw to provide a written response to the charges in this Warning Letter fbr our

review. We acknowledge your July 6, 2001 response to the FDA 483. Review of your
response indicates that you have adequately addressed item 3.b. of the FDA 483; however, all
other items on the FDA 483 remain unaddressed,
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After we notify you that you have submitted an adequate response, it will be your
responsibfiky to schedde an hspectkm ~ your facikty. AS soon as the kspectkm has taken
place, and the implementation of your corrections have been verified, your products may
resume entry into this country.

Please notify this office in writing within 15 days of the specific steps you have taken to
correct -thenoted violations, including an explanation of each step bekg taken to identify ad
make correction to any underlying systems problems necessary to assure that similar violations
WiUnot recur. P* khlde my @ ~~~ti~ * s~~ ** adeqw@ --~ ~~$
been achieved. In the case of future corrections, an estimated date of completion, and
doeumentatkm showing pkms fbr mm-h, dmdd be WIuckd with your response to this
letter. If documentation is not in English, please provide an English translation to facilitate
m review. Please address your respmse W any questions to the Food and Drug
Administration, Center for Devices a~d Radiological Health, Office of Compliance, Division
of Enf&zement 11,General H&pit.d Devbs Winch, HFZ--333, 209S Gaither Road,
Rockville, Maryland 20850, to the attention of Ms. Carolyn Niebauer.

Should you require any assistance in understanding the contents of this letter, do not hesitate to
contact Ms. Leslie E. Dorsey at the letterhead address or at 301.594.4618 or FAX
301.594.4638.

i “\

Sincerely yours,

‘ / Larry Spears/

J

/
( Acting Dir-r

Office of Compliance
Center for Detiees and Radioiogkxd Health


